Lgr5 stem cells in epithelial self-renewal and cancer of the stmach by Barker Nick
The3rdlntemationalSymposiumonCarcinogenicSpil･al&
InternationalSymposiumon'nlmoI･BiologyinKanazawa
Lgr5stemcellsinepithelialselfbrenewaland
cancerofthestomach
NickBarker
Pﾉ･加c抑〃､’“"gα”'･ル?s"""eqfMMedi"IBiology,
8ABio"zedicq/Gﾉ.OVe,
05-06I)71"z""os,S加gqpoﾉ･el38"8
Theavailabilityofrobustcell-surfacemarkersfOridentifyingandisolatingadultstemcellsis
essentialfbrstudyingboththeirnormalin-vivofUnctionduringtissuerenewalandfOrevaluating
theircontributiontocancer.TheWnttargetgeneLgr5isexpressedatthebaseofprospective
corpusandpyloricglandsintheneonatalstomach,whereasexpressionintheadultis
predonnantlyrestrictedtothebaseofmamrepyloricglands.LineagetracingrevealstheseLgr5+ve
cellstobeselfLrenewing,multipotentstemcellsresponsiblefOrthelong-termrenewalofthegastric
epithelium.Usinganovel加-vi"oculturesystem,singleLgr5+v｡cellsefficiendygeneratelong-
livedorganoidsresemblingmaturepyloricepithelium.SelectivelydeletionoftheAPCmmor
suppressorgeneinthegastricstemcellsrapidlyinitiatesadenomafOrmation,supportingarolefbr
aberrantWntpathwayactivationinthegastricstemcellsasaroutetogastriccancer.
Tilmor-residentLgr5+vccellsincolorectalcancersareconsideredtobepotentialcancerstemcell
populations.Here,wedemonstrateusingbothWnt-drivengastriccancermousemodelsand
primaryhumanbiopsiesthatasubsetofhumangastriccancersalsoharborpopulationsofLgr5+ve
cells.Weaimtoisolatethesetumor-residentLgr5+vccellsfbrin-depthexpressionprofilingto
revealnovelbiomalkersandfbrevaluatingtheircancerstemcellpropertiesinourin-vitroculmre
systemandxenograftassays.Ourcurrentprogresswillbepresentedhere.
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